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CLAIMS 

1 . The use of a y5 T cell activator, togetha- wWi a phannaceutically acceptable carrier, for the 
manufacture of a pharmaceutical composition for the treatment of a solid tumor in a warm-biooded 

S animal in need of such treatment 

2. A method for treating a solid tumor, said metiiod comprising the step of administering to a 
wann-blooded animal, in at least one treatment, a therapeutically effective amount of a y5 T cell 
activator, together with a phannaceutically acceptable carrier, to a warm-blooded animal in need of 

10 such treatment 

3. The use of claim 1, wherein at least two treatments are administered to said animal. 

4. The use of claim 1, wherein at least three treatments are administered to said animal. 

15 

5. The use of claim 1, wherein at least four treatments are administered to said animal. 

6. The use of claim 1 , wherein at least sfat treatments are administered to said animal. 

20 7. The use of any one of the above claims, wherein the y5 T cell activator is administered in more 
tiian one treatment with an interval of about two to about eight weeks between treatments. 

8. The use of any one of the above claims wherein the 78 T cell activator is administered in more 
than one treatment with an interval of about three to about four weeks between treatments. 



25 



30 



9. The use of a y5 T cell activator, togellier with a phannaceutically acceptable carrier, for the 
manufacture of a pharmaceutical composition for the treatmrat of a tumor in a warm-blooded 
animal in need of such treatment, wherein the y8 T cell activator is administered in more than one 
treatment with an interval of about two weeks to about eight weeks between treatments. 

10. Hie use of claim 9, wherein at least two treirtments are administered to said animal. 

1 1 . The use of claim 9, wherein at least three treatments, preferably at least four treatments, are 
administered to said animal. 



35 
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12. The use of cledms 9, wherein at least six treatmmts are administered to said animal. 



13. The use of claims 9 to 12, wherein the tumor is a haematological tumor. 

14. The use of claims 9 to 12, whminthe tumor to be treated is a lymphoma. 

15. The use of clahns 9 to 12, wherein tiie tumor is a solid tumor. 

16. The use of any one of the above claims, wherein the biological activity of yS T cells are 
increased in said warm-blooded animal or said subject. 

17. The use of any one of the above claims, wherein the numb^ of circulating y6 T cells are 
increased in said warm-blooded animal or said subject. 

1 8. The use of any one of the above claims, wherein said y8 T cell activator is administered in an 
amount sufiBcient to expand the yS T cell population in a subject to reach between 30-90% of total 
circulating lymphocytes 

19. The use of any one of the above claims, wherein said y5 T cell activator is admkdstered in an 
amount sufficient to induce an at least 10-fold increase in the yS T cell population in a subject. 

20. The use of any one of the above claims, wherein the tumor is a metastatic tumor, wherein the 
y5 T activator is administered to a human in need of such treatment in a dose that is appropriate for 
the treatment of said disease. 

21. The use of claims 1 to 8, 15 to 20, wherein the tumor to be treated is selected from the group 
consisting of lung, colorectal, prostate, breast or epidermoid head or neck tumors. 

22. The use of claims 1 to 8, 15 to 20 where the tumor to be treated is a renal cancer. 

.23. The use of claims 1 to 8, .15 to 20 where the tumor to be treated is a metastatic renal cancer. 

24. The use of claims 1 to 8, 15 to 20 where the proliferative disease to be treated is selected from 
the group consisting of a melanoma, ovarian cancer, pancreas cancer, neuroblastoma, head or neck 
cancer, bladder cancer, renal cancer, brain cancer and gastric cancer. 
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25. The use of any one of the above claiins wherein the y5 T cell activator is a con^iosition 
comprising a compound enable of inducing the proliferation of a y§ T cell in a pure 
population of T cell clones when said conq)o\ind is present in culture at a concentration of less 
than 1 niM. 

5 

26. The use of any one of the above claims wherein the yd T cell activator is a composition 
con^rising a compound of formula (£) : 




Formula (I) 

wherein Cat+ represents one (or several, identical or different) organic or mineral cation(s) 
1 0 (including proton); 

m is an integer from 1 to 3; 

B is O, NH, or any groiip capable to be hydrolyzed; 

Y = 0"Cat+, a CrCj alkyl group, a group -A-R, or a radical selected from the group consisting of a 
nucleoside, an oligonucleotide, a nucleic acid, an amino acid, a peptide, a protein, a 
1 5 monosaccharide, an oligosaccharide, a polysaccharide, a fatty acid, a simple lipid, a complex lipid, 
a folic acid, a tetrahydrofolic acid, a phosphoric acid, an inositol, a vitamin, a co-enzyme, a 
flavonoid, an aldehyde, an epoxyde and a halohydrin; 
Ais 0,NH, CHF, CF2 orCH2; and, 

R is a linear, branched, or cyclic, aromatic or not, saturated or unsaturated, C1-C50 hydrocarbon 
20 groiq>, optionally interrupted by at least one heteroatom, wherein said hydrocarbon group 
comprises an alkyl, an alkylenyl, or an alkynyl, preferably an alfcyrl or an alkylene, which can be 
substituted by one or several substituents selected from the group consisting of : an alkyl, an 
alkylenyl, an alkynyl, an epoxyalkyl, an aryl, an heterocycle, an alkoxy, an acyl, an alcohol, a 
carboxylic group (-COOH), an ester, an amine, an amino group (-NH2), an amide (-CONH2), an 
25 imine, a nitrile, an hydroxyl (-OH), a aldehyde groiq) (-CHO), an halogoi, an halogenoalkyl, a thiol 
(-SH), a thioalkyU a sulfone, a sulfoxide, and a combination thereof. 

27. The use of claim 26, where the yS T cell activator is a composition conqjrising a compound of 
formula (IT): 
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OH 



-c- 



-(CH3)n-A+P-B-tP— Y 



R1 



0-Cat+ 0-Cat+ 



(n) 



in which X is an halogen (preferably selected from I, Br and CI), B is O orNH, m is an integer 
from 1 to 3, Rl is a methyl or ethyl group, Cat+ represents one (or several, identical or different) 
organic or mineral cation(s) (including the proton), and n is an integer from 2 to 20, A is O, NH, 
CHF, CF2 or CH2, and Y is 0"Cat+, a nucleoside, or a radical -A-R, wherein R is selected from the 
groiq) of 1), 2) or 3). 



28. The use of claim 27, wherein the conq)ound of formula (D) is BrHPP. 



10 29. The use of claim 27, wherein the compoimd of formula (11) is CBrHPP. 

30. The use of claim 27, wherein the conq>ound of formula (II) is epoxPP. 

31. The use of claims 27 to 30 wherein the 76 T cell activator is admmistered in a dose to humans 
1 5 between 10 mg/kg to 100 mg/kg. 

32. The use of claims 27 to 30 wherein the yd T cell activator is administered in a dose to humans 
that is calculated according to the formula (T) single dose (mg^g)=(10 to y) * N (I) where N is the 
number of weeks between treatments and y is 100. 

20 

33. The use of claim 32 wherein the yS T cell activator is administared in a dose to humans that is 
calculated according to the formula (I): smgle dose (mg/kg)=(5 to 60) * N (I). 

34. The use of claims 27 to 30, wherein said yST activator is administered by intravenous infusion 
25 in a dose to humans that is calculated according to the formula (J): single dose (mg/kg)=(10 to 100) 

* N (I), where N is tibie number of weeks between treatments such that N is between about 3 and 
about 4. 

35. The use of a CBrHPP compound for the manufacture of a pharmaceutical con^sition for 
30 regulating Yy9/VSl* T cells in a human subject, wherein the CBrHPP con^wund is administered 

into said subject at a dose of between 10 mg/kg to 100 mg/kg of said con5)ound per kilogram of the 
subject's weight. 
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36. The use of a CBrHPP compound for the mamifiicture of a pharmaceutical composition for 
regulating Vy9A^52* T cells in a human subject, wherein the CBrHPP coirpound is administ^ed 
into said subject at a dose of between 10 mg^ to 100 mg/kg of said compound per kilogram of the 
subject's weight widun a period of less than 24 hours. 

5 

37. The use of claims 27 to 36 wherein the yS T cell activator is administered in a dose to himians 
betwem 5 mg^ to 60 mg^kg. 

38. The use of claims 27 to 36 wherein the yS T cell activator is administered in a dose of about 20 
10 mg^g. 

39. The use of a compound according to claim 27, for the manufacture of a pharmaceutical 
composition for stimulating a yS T cell in a warm-blooded animal, wherein said con5>ound is 
administered to the warm-blooded animal in more than one treatment, with an interval of about two 

1 5 weeks to about eight weeks between treatments. 

40. The use of claim 26, wherein the yS T cell activator is a composition comprising a con5)ound of 
formula (Xn): 




20 in which R3, R4, and R5 , identical or different, are a hydrogen or (Ci-C3)alkyl group, W is -CH- or 
-N-, R6 is an (C2-C3)acyl, an aldehyde, an (Ci-C3)alcohol, or an (C2-C3)ester, Cat+ represents one 
(or several, identical or different) organic or mineral cation(s) (including the proton), B is O or NH, 
m is an integer from 1 to 3, A is O, NH, CHF, CF2 or CH2, and Y is O Cat+, a nucleoside, or a 
radical -A-R, wherein R is selected from the group of 1), 2) or 3). 

25 

41. The use of claun40, wherein the compound of formula (XII) is HDMAPP. 

42. The use of claim 40, wherein the compound of formula (XII) is CSHDMAPP. 

30 43. The use of claims 40 to 42 wherein the yS T cell activator is administered in a dose to humans 
that is calculated according to the formula (T): single dose (mg/kg)=(0.001 to y) * N (I), where N is 
the number of weeks between treatments and y is 100. 
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44. The use of claim 43 wherein the y5 T cell activator is admioistered in a dose to humans that is 
calculated according to the formula (I): single dose (mg^kgHO.Ol to 20) * N 

45. The use of claim 43 wherem the yS T cell activator is administered in a dose to humans that is 
5 calculated according to the formula (T) single dose: (mg^)=<0 01 to 5) * N CO- 

46. The use of claim 43 wherein the y8 T cell activator is administered in a dose to humans that is 
calculated according to the formula (J) single dose: (mg^g)=(0 02 to 5) * N (T). 

10 47. The use ofclaims 40 to 42 wherein the ySTceU activator is administered ma dose 
between 10 ^ig/kg to 20 mg/kg. 

48. The use of claims 40 to 42 where said y5T activator is administered by intravenous infusion in a 
dose to humans that is calculated according to the formula (I) single dose (mg/kg)=(0.01 to 20) * N 
15 (I) where N is the number of weeks between treatments such that N is between about 3 and about 4. 



49. The use of a compound of formula (U): 



-(CH2)n-A+Ij>-B-tlj>— Y 
R1 0-Cat+ 0-Cat+ 



(n) 



20 in which X is an halogen (preferably selected from I, Br and CI), B is O or NH, m is an integer 
from 1 to 3, Rl is a methyl or ethyl group, Cat+ represents one (or several, identical or different) 
organic or mineral cation(s) (including the proton), and n is an integer from 2 to 20, A is O, NH, 
CHF, CF2 or CH2, and Y is 0*Cat+, a nucleoside, or a radical -A-R, wherein R is selected from the 
group of l),2)or3), 

25 for the manufecture of a pharmaceutical composition for regulating Vy9/Vd2^ T cells in a 

human subject, whereia said compound is administered into said subject at a dose of between 10 
]iS/kg to 20 mg/kg of said conqx>und per kilogram of the subject's weight. 

50. The use of a HDMAPP or CHDMAPP conqwund for the manufacture of a pharmaceutical 
30 con?)osition for regulatmg Vy9A^52* T cells in a human subject, wherein the HDMAPP or 

CHDMAPP confound is administered into said subject at a dose of between 10 jig/kg to 20 mg/1^ 
of said conQ>ound per kilogram of the subject's weight. 
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51. The use of a HDMAPP or CHDMAPP compound for the manufacture of a pharmaceutical 
con^osition for regulating Vy9A^52* T cells in a human subj ect, wherein the HDMAPP or 
CHDMAPP conq)Ound is administered into said suhject at a dose of between 10 \is/ks to 20 mg^ 
of said compound per kilogram of the subject's weigjit within a period of less than 24 hours. 

5 

52. The use of claims 50 or 51 wherein the yS T cell activator is administered in a dose to humans 
between 10 fxg/kg to 5 mg/kg. 

53 . The use of claims 50 or 5 1 wherein the y5 T cell activator is administered in a dose to humans 
1 0 between 10 fig/kg to 2.5 mg/kg. 

54. The use of claims 50 or 51 wherein the yS T cell activator is administered in a dose to humans 
between 10 |ag/kg to 1 mg/kg. 

15 55. The use of any one of the above claims, further comprising separately administering to a 

subject in need thereof an effective amount of a yST activator and an interleukin-2 polypeptide. 

56. The use of claim 55, wherein the interleukin-2 polypeptide is administered over a period of 
time comprised between 1 and 10 days. 

20 

57. The use of a yS T cell activator and an interleukin-2 polypeptide, for the manufacture of a 
pharmaceutical composition for regulating the activity of y5 T cells in a m a mmalian subject, the 
y5 T cell activator and interleukin-2 polypeptide being administered separately to the subject and 
the interleuldn-2 polypeptide is administered over a period of time comprised between 1 and 10 

25 days, 

58. A method for stimulating a yS T cell in a subject, comprising separately administering to a 
subject in need thereof an efBsctive amount of a y5T activator and an interleukin-2 polypeptide, 
wherein the interleukin-2 polypeptide is administered over a period of time comprised between 1 

30 and 10 days. 

59. A method of treating a cancer, an infectious disease, an autoimmune disease or an allergic 
disease in a subject, conq)rising separately administering to a subject in need thereof an effective 
amount of a y5T activator and an interleukin-2 polypeptide, wherein the interleukin-2 polypeptide 

35 is administered over a period of time comprised between 1 and 10 days. 
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60. The use of any one of the above claims, wherein the interleukin-2 polypeptide is administered 
at low doses. 

61. The use of any one of the above claims, wherein the interleukin-2 polypeptide is administered 
5 at a daily dose conqwised between 0.2 and 2 MU per day, even more preferably between 0.2 and 

1 .5 MU, further preferably between 0.2 and 1 MU. 

62. The use of any one of the above claims, wherein the daily dose of interleukin-2 polypeptide is 
administered as a single injection or in two injections. 

10 

63. The use of any one of the above claims, wherein the y§ T cell activator is administered as a 
single dose at the beginning of the treatment. 

64. The use of any one of the above claims, wherein the y§ T cell activator is administered as a 

1 5 single dose at the beginning of the treatment and the interleukm-2 polypeptide is administered on at 
least 2 days during within 10 days fiom saidbegmning of the treatment. 

65. The use of any one of the above claims, wherein the y§ T cell activator is a ligand of tiie T 
receptor of y§ T lynqphocytes. 

20 

66. The use of any one of the above claims, wherein the yd, T cell activator is a PED or PHD 
compound and is administered as a single injection at a dose comprised between 10 and 50 mg/kg, 
at the beginning of the treatment, and wherdn the interleukin-2 polypeptide is administered at a 
daily dose conq)rised between 0.2 and 2 MU per day over a penod of time conqprised between 1 

25 and 10 days. 

67. The use of any one of the preceding claims, wherein the subject is a human subject having a 
cancer, an infectious disease, an auto-immune disease or an allergic disease. 

30 68. The use of a y§ T cell activator and an interleukin-2 polypeptide, for the manufiwjture of a 

pharmaceutical composition for treating cancer. in a subject,.wherein said synthetic y§ T activator 
and intei:leukin-2 polypeptide are administered separately to the subject. 

69. The use of a y§ T cell activator and an interleukin-2 polypeptide, for the manu&cture of a 
35 pharmaceutical composition for treating an infectious disease m a subject, wherem said synthetic 
y§ T activator and interleukin-2 polypeptide are administ^^ separatdiy to the subject. 
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70. The use of a y§ T cell activator and an intarleuldn-2 polypeptide^ for the manu&cture of a 
pharmaceutical co^^)osition for treating an aiitoimmune disease in a subject, wherein said synthetic 
Y$ T activator and interleukin-2 polypeptide are administered separately to tiie subject. 

71 . The use of a y§ T cell activator and an interleukin-2 polypeptide, for tiie manufacture of a 
pharmaceutical conq>osition for treating a disease caused by or associated with pathological cells 
sensitive to lysis by y§ T cells in a subject, wherein said synthetic y§ T activator and int6rleukin-2 
polypeptide are administered separately to the subject. 

72. A product comprising a y§ T cell activator and an interleukin-2 polypeptide, for separate use, 
for regulating the activity of y5 T cells in a mammalian subject. 

73. The use of an y§ T activator for the manufacture of a pharmaceutical preparation for the 
1 5 treatment of a solid tumor, comprising admixing said y§ T activator with a pharmaceutically 

acceptable carrier. 

74. The use of a T cell activator and an interleukin-2 polypeptide, for the manu&cture of a 
pharmaceutical composition for regulating the activity of y§ T cells in a mammalian subject, the 

20 y§ T cell activator and interleukin-2 polypeptide being administered separately to the subject. 

75. The use of any one of the above claims where the y^ T cell activator is administered by 
intravenous infusion. 

25 76. The use of any one of the above claims wherein each infusion takes place during about 5 to 
about 120 nun. 

77. The use of any one of the above claims wherein each infusion takes place during about 5 to 
aboiit 30 min.. 



30 



78. A pharmaceutical conq)osition containing a therapeutically effective amount of CHDMAPP a$ 
an active ingredient, together with a pharmaceutically acceptable carrier. 



79. A pharmaceutical composition containing a therapeutically effective amount of CBrHPP as an 
3 5 active ingredient, together with a pharmaceutically acceptable carrier. 



